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I. REAL PARTY IN INTEREST 

The real party in interest is the Assignee of the Application, Wyeth (now Wyeth 
LLC), which is a subsidiary of Pfizer Corporation. 

II. RELATED APPEALS AND INTERFERENCES 

There are no other prior or pending appeals, interferences or judicial proceedings 
of applications known to Applicants which may be related to, directly affect or be 
directly affected by or have a bearing on the Board's decision in the pending appeal. 

III. STATUS OF THE CLAIMS 

Claims 1-45, 48, 51 and 53 are cancelled. Claims 46, 49, 50 and 52 are pending in 
the application. Claim 46 is allowed. Claims 49, 50 and 52 are rejected and are the 
subject of this appeal. 

IV. STATUS OF THE AMENDMENTS 

Applicants have filed no amendments subsequent to the final rejection in this 
case. All amendments submitted prior to the final rejection have been entered. 

V. SUMMARY OF THE CLAIMED SUBJECT MATTER 

The pending claims are directed to compositions comprising a neuronal sodium 
channel antagonist of Formula (la): 
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and amitraz at a concentration of 20% and 10%, respectively, or 30% collectively. 
Additionally, isopropyl myristate or diethyl toluamide are included in claims 47 and 49, 
respectively. 

VI. GROUNDS OF REJECTION TO BE REVIEWED ON APPEAL 

A. Whether Claims 50 and 52 are improperly rejected as being unpatentable 
under 35 U.S.C. § 103(a) over Treacy et al. (WO0054591). 

B. Whether Claims 47, 49, 50 and 52 are improperly rejected as being 
unpatentable under 35 U.S.C. § 103(a) over Treacy et al. (WO0054591) in view of 
Hacket et al. (US Patent No. 6,955,818) and Petrus (US Patent No. 5,965,137). 

*Claim 46 is allowable and thus review of claim 46 is not required. 

** A double patenting rejection over claims 3-9 of copending Application No. 
1 1/245,579 is in abeyance and thus review is not required. Should the present case be 
allowed before the allowance of Application No. 1 1/245,579, the double patenting 
rejection will become moot (see MPEP § 804 1.1 "If a "provisional" nonstatutory 
obviousness-type double patenting (ODP) rejection is the only rejection remaining in the 
earlier filed of the two pending applications, while the later-filed application is rejectable 
on other grounds, the examiner should withdraw that rejection and permit the earlier- 
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filed application to issue as a patent without a terminal disclaimer."). Otherwise, should 
U.S. Application No. 1 1/245,579 issue prior to the allowance of the present case, a 
terminal disclaimer can be filed to overcome the rejection. 

VII. ARGUMENT 

The issue on appeal is whether it is proper to reject (I) claims 50 and 52 over 
Treacy et al, and (2) claims 47, 49, 50 and 52 over Treacy et al. in view of Hacket et al. 
and Petrus, as being unpatentable under 35 U.S.C. § 103(a), when: (a) the cited 
references fail to teach all of the claim limitations, (b) the cited references teach away 
from the present claims, and (c) there are significant unexpected results associated with 
the compositions of the present claims to rebut even a prima facie case of obviousness. 

To establish prima facie obviousness of a claimed invention, all the claim 
limitations must be taught or suggested by the prior art. In re Royka, 490 F.2d 981, 180 
USPQ 580 (CCPA 1974). All words in a claim must be considered in judging the 
patentability of that claim against the prior art. In re Wilson, 424 F.2d 1382, 1385 (CCPA 
1970). 

The U.S. Supreme Court recently clarified the legal standard of obviousness, 
citing text from an earlier opinion: "[u]nder § 103, scope and content of the prior art are 
to be determined; differences between the prior art and the claims at issue are to be 
ascertained; and the level of ordinary skill in the pertinent art resolved. Against this 
background the obviousness or nonobviousness of the subject matter is determined. 
Such secondary considerations as commercial success, long felt but unsolved needs. 
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failure of others, etc., might be utilized to give light to the circumstances surrounding the 
origin of the subject matter sought to be patented." 

When there is a design need or market pressure to solve a problem and there are a 
finite number of identified, predictable solutions, a person of ordinary skill in the art has 
good reason to pursue the known options within his or her technical grasp. Id. at 416. On 
the other hand, where an art is unpredictable, as the chemical arts often are, KSR's focus 
on these "identified, predictable solutions" presents a difficult hurdle because potential 
solutions are less likely to be genuinely predictable. Ortho-McNeil Pharmaceutical, Inc. 
v. Mylan Laboratories, Inc., 520 F.3d 1358, 1364 (Fed. Cir. 2008). Moreover, when 
multiple options are available to one skilled in the art and the prior art focuses on options 
aside from, or teaches away from the claimed invention that can make the invention non- 
obvious. Id., Cf. In re Baird, 16 F.3d 380, 382-83 (Fed. Cir. 1994). 

Brief Description of the Treacv et al. refere nce: 

Treacy describes insecticidal formulations for crop protection and insect baits. 
See Treacy Abstract. Treacy discloses formulations, such as the compound of formula la 
and amitraz in concentrations of 1-100 ppm (i.e. 0.0001% to 0.01%). Treacy at 17. The 
selected concentration of actives in Treacy is tied to the mode of application, which is for 
pest control in crop protection and insect baits. See Treacy at 2. 
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Brie f Description of the Hacket et al. reference: 

Hacket discloses pour-on formulations comprising a myriad of different actives, 
including, inter alia, amitraz. Hacket describes concentrations of active components in 
much lower concentrations than what is presently claimed and where Hacket does specify 
a range of 0.1 to 40%, amitraz is excluded. See Hacket, column 4, lines 48-52. 

Brief Description of the Pctrus reference: 

Petrus is directed to topical compositions for prevention/treatment of vector- 
borne diseases. See Petrus, Abstract. Petrus does not disclose amitraz or metaflumizone 
as potential active agents and utilizes solvents, such as primary alcohols, in which 
metaflumizone and amitraz are unstable. The Final Office Action relies on Petrus for the 
disclosure of DEET, IPM and eucalyptol (a/k/a cineole), which are co-solvents present in 
claims 46, 47 and 49 of the present application. 

A. Rejection of Claims 50 and 52 over Trcacy et al. 

Treacy fails to disclose the presently claimed concentration of amitraz and the 
compound of Formula la in a w/v amount of about 10% and 20%, respectively, or 30% 
collectively with respect to the total volume of the composition. Instead, Treacy describes 
the actives in much lower concentrations. 

The Examiner asserts that in Treacy, actives can be at 50% (1/1 in acetone, lines 
13, p. 15). See Page 2 of the Final Office Action. Applicants clarify that the section cited 
by the Examiner does not suggest that the actives can be at 50%, but instead indicates 
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that the ratio of acetonerwater is 1/1. The concentration of actives used in the cited 
protocol is identified in the following paragraph, and is much more dilute. See, page 15. 
lines 30-34 (wherein, "[u]sing the above protocol, a neuronal sodium channel antagonist 
(Compound A) may be evaluated at dose rates were 0.1 ppm, 1.0 ppm and 10.0 ppm in 
combination with 1.0 ppm and in combination with 1.0 ppm of a second insecticidal 
compound"). 

The dramatic difference in concentration between the present claims and those 
specified in Treacy is attributable to distinct indications/uses. Notably, the present 
application describes compositions for topical treatment of parasite infestations on 
animals, whereas Treacy describes formulations for crop protection and insect baits. The 
mode of application, formulation, subject treated and target pest are all different in each 
case and there is absolutely no suggestion from Treacy that a modification to the present 
claims would be desirable or even possible in view of formulation difficulties described 
below. 

While the present claims are not limited by use, there still needs to be some 
rational underpinning for a specific modification. KSR, 550 U.S. 407. However, 
according to the Examiner, "Example 2 shows the low concentrations [in Treacy] to be 
100% effective [over 8 days] at only 0.5 of instant compound la and 1% of the second 
compound. Who would ask for anything more?" This is indicia that one skilled in the art 
would not consider modifying the compositions in Treacy, especially by increasing the 
concentration. 

Furthermore, pharmaceutically acceptable compositions with a high concentration 
of metaflumizone and amitraz are particularly difficult to formulate and maintain as shelf- 
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stable, especially because amitraz is a fairly unstable agent in the presence of particular 
solvents. Talanta, Volume 48, Issue 1, 5 January 1999, Pages 189-199. It was only after 
considerable formulation studies presented in the present application that concentrated 
solutions of amitraz and metaflumizone, as presently claimed, were obtained. Accordingly, 
the difficulty achieving the claimed invention comprising high concentrations of amitraz 
and metaflumizone would motivate one skilled in the art to look for alternatives, thereby 
further teaching away from the claimed invention. See Forest Labs., Inc. v. Ivax Pharm., 
Inc., 501 5.3d 1263, 1267 (Fed. Cir. 2007). 

Moreover there are significant unexpected results associated with the present 
claims that are in no way suggested by the prior art. As evidenced in Examples 1-4 
(Tables I-IV), the presently claimed compositions are extremely efficacious for the topical 
treatment of parasite infestations on animals. Notably, in Table 4, the claimed composition 
(row 1) showed even greater efficacy in tick prevention than successful commercial 
products, specifically Frontline® and Advantage®, in a 4 week study. The composition 
also showed superior results to Advantage® in a flea-based study (Table 3). Since parasites 
can develop resistance to known commercial parasiticides, the development of new 
treatments is continually needed. The fact that the presently claimed compositions show 
superior results to existing and successful commercial products is an indication of the 
significance of Applicant's discovery. This is in no way expected from the cited references. 

The Examiner disregards these significant results on the basis that "[fjhe efficacy 
to animal pest is irrelevant to the application of the composition. Methods are not 
examined here." Final Office Action at page 6. Appellate courts are replete with cases 
dealing with compositions per se that were determined to be non-obvious in view of 
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unexpected results associated with the composition's intended use. See In re Mclamore 
379 F.2d 985 (CCPA 1 967) ("we consider the board's reasoning to be in error in that it 
refused to consider, as neither relevant nor controlling, the evidence of the results 
obtained and the arguments based thereon for the apparent reason that the claim is 
directed to the compound per se and not limited to any particular use. This we deem 
clearly in conflict with our decisions in Ruschig, in Pa/)csch, and in the numerous 
precedents referred to therein. According to the principles we there expounded, in 
deciding the patentability of a compound all of its properties are to be taken into 
account.") or Takeda v. Alphapharm (Fed. Cir. 2007) at Page 20 (nontoxicity of 
compound ingested by mammals provides rebuttal of obviousness for claim to compound 
per se). 

Accordingly, Applicants respectfully request reconsideration of the rejection in 
view the significant unexpected results and the fact that Treacy does not disclose the 
claimed composition/concentration and actually teaches away from it. 

B. Rejection of Claims 47. 49, 50 and 52 over Treacy et al. in view of Hacket et al. 
(US Patent No. 6.955.818) and Petrus (US Patent No. 5,965.137) 

Claims 47, 49, 50 and 52 are rejected under 35 U.S.C. § 103(a) as being 
unpatentable over Treacy et al. (WO0054591) in view of Hacket et al. (US Patent No. 
6,955,818) and Petrus (US Patent No. 5,965,137). Applicants respectfully traverse this 
rejection based on the foregoing and following remarks. 
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The significant differences between Treacy and the present claims are discussed 
above. Hacket and Petrus merely recite additional ingredients/carriers in laundry lists 
(e.g. 1PM) and do not cure Treaey's deficiencies. Notably. Hacket describes well over 50 
active agents, provided in a variety of structural or pharmacological classes, of which 
amitraz is one. See Hacket, column 6. In almost every embodiment, Hacket describes 
concentrations of active components in much lower concentrations than what is presently 
claimed. Where Hacket does specify a range of 0.1 to 40%, amitraz (or its designated 
group: diamidides) is/are not even included {see column 4, lines 48-52, "from 0.1 to 40% 
by weight of at least one active agent selected from the group consisting of synthetic 
pwethroids, organophosphates, macrocyclic lactones (avermectins/milbemycins), 
benzoylphenylureas (and other insect growth regulators) and spinosyns;"). 

Petrus discloses a number of actives, none of which are metaflumizone or 
amitraz, and utilizes solvents (notably primary alcohols) for active dissolution that are 
incompatible with metaflumizone and amitraz. See Petrus, Column 5. Accordingly, it is 
unlikely that one would even consider selecting amitraz from the laundry list in Hacket 
or formulate with the incompatible solvents in Petrus. 

Nonetheless, the Office Action asserts that it would have been obvious to 
optimize the amounts and proportions of each ingredient in Treacy, Petrus and Hacket 
because they are result effective parameters. At page 4. Assuming, arguendo, this was 
the case, it does not follow that it would have been obvious to raise the concentration of 
metaflumizone and amitraz in Treacy where every indication and example is directed 
toward lowering it. Such a notion runs counter to the requisite "optimization'* of a 
parameter. 
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Treacy states that collectively, the actives can reach a concentration as high as 
20% by weight, but "[i]n actual practice... a dilute spray [i]s prepared from the above- 
formulations." All of the tested compositions are in significantly lower concentrations, 
such as 1-100 ppm (i.e. 0.0001% to 0.01%). As illustrated in Takeda Chem. Indus, vs. 
Alphapharm Pty., Ltd., 492 F.3d 1350 , 1354 (Fed. Cir. 2007), a person skilled in the art 
would not choose an embodiment given a reliable reference teaching away from that 
embodiment. 

Since the composition of the present claims exhibits significant unexpected 
results, and Treacy, Hacket and Petrus collectively do not teach or suggest all the claim 
limitations, and actually teach away from the present claims, withdrawal of the 
obviousness rejection is respectfully requested. 
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In view of the foregoing arguments, it is respectfully requested that the Board 

rex ei'.-ic the outstanding rejections of claims 47, 49, 50 and 52 and remand the case to the 

Examiner for further prosecution and allowance. 



Date July 13. 2010 



Respectfully submitted. 

Bv >Ojg^ - 



Wyeth LLC 

Patent Law Department 
Five Giralda Farms 
Madison, NJ 07940 
Tel. No. (973) 660-6615 



Joel Silver 
Reg. No. 53,866 
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VIII. APPENDIX A 
Claims on Appeal 
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46. An ectoparisiticidal composition which comprises a pharmaceutically 
acceptable carrier and about 20% w/v of a neuronal sodium channel antagonist which is a 
compound of the formula: 




together with about 10% w/v of amitraz, about 20% w/v of isopropyl myristate and about 
'o cineole in diethyl toluamide, wherein each w/v % indicates weight in relation to the 
total volume of the composition. 



47. An ectoparisiticidal composition which comprises a phannaceutically 
acceptable carrier and about 20% w/v of a neuronal sodium channel antagonist which is a 
compound of the formula: 



-N-C-NN=C-CH 2 



together with about 10% w/v of amitraz, in isopropyl myristate, wherein each w/v % 
indicates weight in relation to the total volume of the composition. 



49. An ectoparisiticidal composition which comprises a pharmaceutically 
acceptable carrier and about 20% w/v of a neuronal sodium channel antagonist which is a 
compound of the formula: 
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F 3 CO 
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-CN 



H 



(la) 



together with about 10% w/v of amitraz. in diethyl toluamide. w herein each w/v % 
indicates weight in relation to the total volume of the composition. 

50. An ectoparisiticidal composition which comprises a pharmaceutically 
acceptable carrier and about 20% w/v of a neuronal sodium channel antagonist which is a 
compound of the formula: 



together with about 10% w/v of amitraz. \\ herein each w/v % indicates weight in relation 
to the total volume of the composition. 

52. An ectoparisiticidal composition which comprises a pharmaceutically 
acceptable carrier and about 30% w/v of: 

amitraz and a neuronal sodium channel antagonist which is a compound of the 
formula: 




(la) 
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wherein the about 30% w/v is the combined weight of amitraz and the neuronal sodium 
channel antagonist in relation to the total volume of the composition. 
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IX. EVIDENCE APPENDIX 



None. 
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X. RELATED PROCEEDINGS APPENDIX 

None. 
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